It has been well established that chronic kidney disease is an independent risk factor for adverse cardiovascular events [1] . The exact etiology of this phenomenon is not known, but the risk is thought to be multifactorial and due to uremia-specific processes that may not respond to traditional cardiovascular preventive strategies.
Extensive research has been done to understand the underlying pathophysiology in order to better categorize patients based on risk and to explore preventive therapies. In particular, several novel biomarkers such as carbamylated albumin have been proposed as pathogenic markers mediating excess mortality related to end-stage renal disease (ESRD) [2] . Placental growth factor (PlGF) is a circulating protein that belongs to the family of vascular endothelial growth factors (VEGFs); it is emerging as another promising biomarker. The article by Matsui et al. [3] published in this issue of AJN evaluates the prognostic value of PlGF in predicting mortality and cardiovascular events in ESRD patients on dialysis. They conducted an observational study involving 205 dialysis patients who received a cardiac catheterization; 162 (79% of patients) were on hemodialysis and 43 (21% of patients) were on peritoneal dialysis. Both PlGF and VEGF levels were obtained and echocardiography was obtained within 2 weeks of blood sampling. The patients were followed non-redundant role in disease states such as tissue ischemia, malignancy, and inflammation. It has been shown to be a pleiotropic factor in blood vessel growth and maturation and it enhances the proliferation, migration, and survival of endothelial cells. Neutralization of PlGF has been shown to inhibit vessel growth in injured, ischemic, or inflamed tissues. PlGF has been shown to be strongly up-regulated in early and advanced atherosclerotic disease and is even thought to be a primary cause of unstable plaque formation [5] . Multiple studies have evaluated the use of circulating PlGF levels as a predictive biomarker for assessing cardiovascular risk. PlGF selectively binds to its receptor, Flt-1, and accelerates the atherosclerotic process through increased intramural angiogenesis and monocyte recruitment [6] . In clinical studies, PlGF was identified as being a predictive marker for both short-and long-term cardiovascular events [7, 8] . Rambod et al. [9] found that PlGF was elevated in patients in a study of 310 CKD patients and that a higher level of PlGF was associated with increased mortality but not with cardiovascular events. However, a recent larger cohort study of 1,351 CKD patients by Matsui et al. [10] found that higher PlGF levels were associated with an increase in mortality over a 3-year follow-up period with cardiovascular risk in the highest quartile having an HR of 8.42 (5.54-13.3).
Cardiovascular mortality is markedly elevated in dialysis patients, who are known to be in a chronic inflammatory state. Additional investigation is needed to determine whether elevated PlGF contributes to this inflammatory state or is secondary to the inflammation. Larger studies will need to be conducted to determine if the results reported by Matsui et al. [10] can be replicated clinically and whether measurement of additional molecules in this pathway, such as sFlt-1, adds additional predictive value [11] . As PlGF is involved mostly with disease processes and appears redundant in healthy vasculature, it may also be a therapeutic target and we should look forward to additional studies addressing these questions.
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